Objective: The effects of estrogen on comprehension of metaphoric speech, word fluency, and verbal ability were investigated in women suffering from schizophrenia. The issue of estrogen-dependent neuropsychological performance could be highly relevant because women with schizophrenia frequently suffer from hypoestrogenism. Method: A placebo-controlled, double-blind, crossover study using 17b-estradiol for replacement therapy and as an adjunct to a naturalistic maintenance antipsychotic treatment was carried out over a period of 8 months. Nineteen women (mean age 5 38.0 years, SD 5 9.9 years) with schizophrenia were included in the study. Comprehension of metaphoric speech was measured by a lexical decision paradigm, word fluency, and verbal ability by a paperand-pencil test. Results: Significant improvement was seen for the activation of metaphoric meaning during estrogen treatment (P 5 .013); in contrast, no difference was found for the activation of concrete meaning under this condition. Verbal ability and word fluency did not improve under estrogen replacement therapy either. Conclusions: This is the very first study based on estrogen intervention instead of the physiological hormone changes to examine the estrogen effects on neuropsychological performance in women with schizophrenia. In addition, it is the first time that the effect of estrogen on metaphoric speech comprehension was investigated in this context. While in a previous study estrogen therapy as adjunct to a naturalistic maintenance treatment with antipsychotics did not show an effect on psychopathology measured by a rating scale, a significant effect of estrogen on the comprehension of metaphoric speech and/or concretism, a main feature of schizophrenic thought and language disturbance, was found in the present study. Because the improvement of formal thought disorders and language disturbances is crucial for social integration of patients with schizophrenia, the results may have implications for the treatment of these individuals.
Inroduction
Estrogen affects many actions in the brain putatively implicated in multiple processes involving the regulation of mood, cognition, and behavior in women with and without neuropsychiatric disorders. [1] [2] [3] [4] [5] [6] In normal subjects, gender differences in various aspects of behavior have been studied extensively. They have been attributed to some extent to the putative effect of the different endogenous sex steroids in men and women, which play a role in neurodevelopment and sexual differentiation. In regard to cognitive function, men have been shown to perform better than women at abstract reasoning, spatial visualization, and orientation tasks whereas women show better results in verbal ability and perceptual speed and accuracy tasks. 1, 7, 8 Among the verbal abilities, women are better in spelling, grammar, rate of speech acquisition in childhood, and ability to comprehend or decode language. A prominent task in which women outperform men is verbal fluency. Women also perform better than men in certain nonverbal tasks such as tests of short-term memory that use either verbal or pictorial stimuli and in tests of perceptual speed and accuracy. 9, 10 Although numerous empirical data provide evidence for sex differences for the aforementioned cognitive functions, the fact that the frequency distributions overlap considerably and the difference in means for the 2 sexes is not large-even if statistically significant-must be considered. 1 Studies of replacement therapy in postmenopausal women also provide evidence for an effect of sex hormones on cognitive functions. Estrogen has been shown to prevent the normal age-related decline in cognition, especially in memory. [11] [12] [13] [14] [15] [16] [17] [18] In surgically menopausal patients and in women with pharmacologically induced estrogen deficiency, a significant benefit of estrogen replacement on cognition and/or memory was also demonstrated. [19] [20] [21] However, not all studies found an improvement in cognition, which might be partly the result of methodological shortcomings and differences in the paradigms that were employed. [22] [23] [24] Although there is evidence of an endocrinological effect on cognition, there are also data demonstrating that ethnic differences, socioeconomic status, experiential factors, training, and attitudes have an impact on the performance in cognitive tasks. [25] [26] [27] [28] [29] [30] [31] In patients suffering from schizophrenia, gender differences have consistently been shown with regard to age at onset, course of the disease, and expression of psychopathology. Compared with men, the onset in women is 4-5 years later, when a flat peak for the first onset of schizophrenia is seen between 25 and 29 years of age, and another, less pronounced first-onset peak can be observed in the age group between 45 and 49 years. Furthermore, premenopausal women with schizophrenia respond better to treatment and present with fewer negative symptoms and more affective and positive symptoms than men. However, the findings in regard to gender differences in neuropsychological functioning in schizophrenia are inconsistent. [32] [33] [34] [35] [36] [37] [38] [39] [40] It has been hypothesized that estrogen raises the vulnerability threshold due to its putative antipsychotic-like effect and postulated to exert a protective effect in women with schizophrenia. [41] [42] [43] Therefore, schizophrenia occurs less often in premenopausal women than in men because women physiologically produce more estrogen. There is some evidence from studies in women with schizophrenia of disease onset being observed predominantly when estrogen levels drop, ie, before or during menstruation, after childbirth, and in the pre-or perimenopausal period when estrogen production decreases-although direct evidence is still limited in this area and only very few controlled studies have been conducted. 44 Studies have also shown that psychopathological symptoms vary during the menstrual cycle and that the therapeutically required dose of antipsychotics negatively correlates with the cycle phase and estrogen levels. [45] [46] [47] In addition, a therapeutic effect of estrogen has been reported; however, the results from the few clinical trials in which estradiol is administered in women with schizophrenia are not consistent in this regard. 48, 49 Clinical and animal studies have demonstrated what could be the basis of the protective effect of estrogen in schizophrenia. In addition to their genuine, hormonal function in the gonadal axis, estrogens exert various effects on the brain. [50] [51] [52] [53] Various research groups have shown that estrogens modulate certain neurotransmitter systems, not only the dopaminergic system, but also the serotonergic, GABAergic, noradrenergic, and cholinergic systems. 4 Estrogen also exerts neurotrophic and neuroprotective effects that are mediated by nongenomic as well as by direct and indirect genomic pathways. 54, 55 Estrogens circulate freely and are bound to albumin or to sex hormone-binding globulin or conjugated as sulfates or glucuronates. Free estrogens-about 3% of the circulating estrogens-are lipophilic, freely traverse cell membranes, and are therefore biologically active.
In schizophrenia, widespread deficits in comprehension, production, attention, and cerebral lateralization of language are evident.
56,57 A main feature of schizophrenic language and thought disturbance is concretism, the inability to understand the meaning of metaphors and proverbs. Schizophrenic patients typically understand the literal but not the underlying metaphoric meaning of proverbs and metaphors. [58] [59] [60] [61] [62] [63] [64] [65] [66] [67] Allthough concretism is routinely tested during clinical interviews, it is rarely described in modern psychiatric textbooks and only few studies focusing on this issue can be found in the recent literature. [63] [64] [65] Indeed, impaired language comprehension skills are likely to have significant impact on social interaction in patients with schizophrenia. 66 In the clinical context, concretism is tested by asking the patient to explain a proverb presented by the interviewer [67] [68] [69] ; however, this method has limitations for research as regards reliability and practicability. 64, 70 Therefore, tests for assessing concretism were developed, and experimental approaches were defined. 63, 64, 71 Our study is based on these research approaches. In this context, we introduced the lexical decision paradigm to study comprehension of metaphoric speech and/or concretism in women with schizophrenia using estrogen as an independent variable. We hypothesized that estrogen replacement in women suffering from schizophrenia is associated with better performance in comprehension of metaphoric speech, ie, a reduction in concrete thinking (''concretism''). Furthermore, we postulated that estrogen improves verbal ability and word fluency in women with schizophrenia, as was shown in healthy subjects.
Methods

Study Design
To address these questions, neuropsychological tests were applied as part of a previously reported intervention study in which patients received an estrogen-progestin combination drug. 49 A placebo-controlled, double-blind, 3-time crossover study with 17b-estradiol as a hormone replacement therapy (HRT) and adjunct therapy to a naturalistic antipsychotic maintenance treatment was carried out over a period of 8 months. Figure 1 shows the study design. The crossover design was chosen because it is assumed that estrogen has a short-term effect on psychopathology and neuropsychological tasks. 45 This design also has advantages in terms of increasing the statistical power.
Estrogen and Comprehension of Metaphoric Speech in Women Suffering From Schizophrenia
Neuropsychological tests were conducted during the periovulatory phase (day 10-12) of months 6 and 8. The differences in the serum estrogen levels between drug and placebo phases are presumed to be the greatest during this period. In this mid-cycle period, under physiological conditions in healthy, menstruating women, 17b-estradiol increases to up to 350 ng/ml; under HRT, an increase in the 17b-estradiol levels of at least over 150 ng/ml was expected. In contrast, in women with schizophrenia not receiving HRT, low levels of 17b-estradiol have been observed in various studies. 45, 73, 74 The study was performed in accordance with the Dec- 
Patients
Twenty-four patient women suffering from schizophrenia who were consecutively admitted to the Department of General Psychiatry, Heidelberg University Hospitals, and in whom disease had sufficiently remitted after the acute phase participated in the trial. The earliest point of sufficient remission was reached 6 weeks after acute exacerbation of the schizophrenic disorder and when the patient achieved a sum-score of <30 on the Brief Psychiatric Rating Scale (BPRS). 75 In addition, the following inclusion criteria were defined for study entry: first or a further episode of schizophrenia sensu International Statistical Classification of Diseases, 10th Revision, and Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition, criteria; hypoestrogenism (17b-estradiol plasma level 30 pg/ml in the follicular phase on cycle day 2-4 and 100 pg/ml in the periovulatory phase on cycle day 10-12); woman between 16 and 67 years of age; cooperation; and informed consent. The following exclusion criteria were defined: alcohol and drug dependence, family history of breast carcinoma, oral contraceptives within the past year, estrogen replacement therapy longer than 3 months within the past year, mastodynia, pregnancy and breast feeding, treatment-resistant schizophrenia, and relevant comorbidity such as Parkinson disease or severe respiratory, renal, hepatic, hematological, or endocrinological disease.
The mean age of the women was 37.3 years (SD = 9.6; range: 23-60 years). The mean duration of illness was 7.4 years (SD = 8.0), and all patients suffered from paranoid schizophrenia. Nine patients were unemployed, 2 were fully employed, 3 were employed part-time, 3 were in occupational therapy, 5 were housewives, 2 were retired, and 1 was a student. Fifteen patients were single, 4 married, 3 divorced, and 2 widowed. Nineteen patients lived under normal conditions at home, 4 lived in therapeutic settings, and 1 patient had been hospitalized for a longer period of time. The sample was reduced by 2 dropouts who did not participate in both sessions. Another 3 patients were excluded because they did not show the expected relation between the 17b-estradiol plasma levels during drug treatment and/ or placebo phase (see below), most likely because of noncompliance. The mean age of the 19 patients who completed the study was 38.0 years (SD = 9.9; range: 24À60 years). The mean age at onset of the disease was 29.9 years (SD = 10.5). On average, they had suffered from schizophrenia for 8.4 years (SD = 8.4; range: 0.5À24 years) and were hospitalized 1.9 times (SD = 3.4; range: 1À14 years).
Medication
During the drug (estrogen) treatment phase, a relatively high dose of 17b-estradiol was to be given in addition to the antipsychotic medication. To meet this requirement, Trisequens plus Estrifam (both by Novo Nordisk Pharma, Bagsvaerd, Denmark) were administered. Trisequens is an HRT preparation with a 3-phase estrogen-progestin combination including the following compounds:
blue-coated tablet: 17b-estradiol 2 mg (follicular phase), white-coated tablet: 17b-estradiol 2 mg þ norethisterone acetate (NETA) 1 mg (periovulatory phase), red-coated tablet: 17b-estradiol 1 mg (luteal phase).
17b-estradiol is a naturally occurring form of estrogen, and NETA is a synthetic form of progesterone. A progestogen-in this case in the form of NETA-is required as part of HRT to prevent endometrial cancer. Trisequens is a sequential form of a combined HRT, ie, this estrogen is taken continuously and progesterone is added for a small portion each month. The blue-coated tablets taken in the first 12 days of each cycle contain only estradiol; the white-coated tablets taken for the next 10 days of each cycle contain both estradiol and norethisterone; and the red-coated tablets taken for the last 6 days contain just estradiol. This type of HRT is more suitable for women who still have a period, most likely irregularly as it usually results in a monthly withdrawal bleeding toward the end of the white-coated tablet phase or while taking the red-coated tablets.
Estrifam contains 2 mg of 17b-estradiol as the medically active component. It was added to Trisequens in the follicular and periovulatory phases to obtain a higher dose of estradiol during these phases.
During the placebo phases, a placebo medication of the same appearance was administered. In accordance with a naturalistic study design, the antipsychotic medication was given without predefining the drug or dose. It included clozapine in 7 cases, risperidone in 5, flupenthixol and fluphenazine in 2 cases each, and perphenazine, haloperidol, and sertindole were administered in 1 case each. The patients received this nonstandardized antipsychotic medication as required by the individual psychopathological condition and all other state-of-the-art interventions in terms of care, diagnosis, and therapy.
Blood Specimens and Laboratory Analyses
Blood samples were taken in the morning between 8:00 and 9:00 AM. The following laboratory parameters were assessed: 17b-estradiol, luteinizing hormone (LH), follicle-stimulating hormone (FSH), prolactin (PRL), testosterone, progesterone, and dehydroepiandrosterone sulfate (DHEA-S). An electrochemical luminescence immunoassay was used for laboratory analysis of all parameters (Roche Elecsys 2010 immunoassay analyzer). In addition, for safety reasons routine laboratory parameters were monitored-complete blood count, liver enzyme profile, renal plasma clearance, thyroid-stimulating hormone-and an electrocardiogram and electroencephalogram were carried out.
Paradigms and Material
We selected verbal abilities for analysis because of their functional relevance and because they are sensitive to estrogen. Verbal ability was measured by 3 different tests from the ''Leistungsprü fsystem'' (LPS), a well-known German-language paper-and-pencil performance test developed by Horn. 76 The LPS is a standardized neuropsychological test with extensive normative data. It measures a ''verbal factor'' with the aspects of recognition vocabulary and ''word fluency'' with its components ''word activation'' and ''word recognition,'' partly equivalent to subtests by Thurstone. 77 In LPS subtests 1 and 2, the subject needs to find the misspelled letter in given words; the 2 tests are scored together. In LPS subtest 5, words are presented in which the letters are in the wrong order, and the subject needs to recognize the true word and mark its first letter. LPS subtest 6 measures ''word fluency''; the subject needs to produce as many words as possible with a given letter within a defined period of time.
Concrete thinking was measured by a lexical decision paradigm according to Spitzer et al. 63 This experimental procedure is supposed to be more sensitive than other methods of testing concrete thinking, such as questionnaires. The comprehension of auditorily presented sentences with metaphoric content (''primes'') was measured according to the lexical decision subsequently made between a word and a nonword (''targets''), assuming that the ''semantic priming'' of the metaphoric content affects the time span under the various experimental conditions, ie, concrete, metaphoric, nonrelated words, and nonwords. Sixty metaphoric sentences that are part of standard language were selected from the dictionary. The metaphoric sentences had the general structure ''subject-predicate-object'' (or adverbial adjunct) and, in the majority of cases, ended with a concrete noun. The patients had to decide whether a word is a German word with meaning or a nonword by pushing different buttons on the keyboard of the computer. The word was shown for 400 milliseconds on the screen 1200 milliseconds subsequently to an orally presented metaphoric sentence. The nonwords were orthographically possible words; however, they did not exist in the German language. In most cases, they were created by changing 2 letters of an existing German word. The words either related to the concrete meaning or to the literal meaning of the metaphoric sentence or they had no relationship to it. The time was measured between the presentation of the word until the patient made the decision ''word or nonword.'' Three words and 3 nonwords were attached to each of the 60 sentences so that comparable stimulus material was available for both conditions, tests during the active drug phase and the placebo phase. The concrete and abstract priming effects were operationalized as follows.
Concrete priming effect: reaction time to the nonrelated word minus reaction time to the concrete related word. Abstract priming effect: reaction time to the nonrelated word minus reaction time to the abstract related word.
In previous experiments with this paradigm, no effect of gender and education on concrete or abstract priming was found. Similarly, a systematic effect of the various target words within each condition on the reaction time could be excluded. 63 Furthermore, a computerized version of the Continuous Performance Test (CPT) 78 was used to assess concentration in the patients because concentration might act as a moderator variable and should be controlled.
Statistical Analyses
Besides standard descriptive statistics, various inference statistical procedures were applied. The effect of the drug treatment on hormone levels and on test performance was assessed using random-effect regressions with a dummy variable for drug (0 = no, 1 = yes) and time (0 = first assessment, 1 = second assessement) and a random effect for each patient as explanatory variables. To test whether concentration affects verbal abilities and priming performance, the CPT d-prime index was included as a covariate in the random-effect regression in a second step. The statistics were calculated using the statistical program Stata 9.2. 79 With the crossover design applied, 19 patients, 2-sided testing, and a significance level of 5% an effect size of 1 within-patient SD can be detected with a probability of 83%. This is a small effect size because even without any effect, the probability that 2 consecutive measurements of one patient differ by more than 1 within-patient SD is 48%.
Results
Hormone Parameters
First, the experimental manipulation of estradiol was evaluated. Three patients showed higher estrogen plasma concentrations in the placebo phase than in the active drug phase and were therefore excluded from the analyses. Table 1 shows the hormone parameters during the active drug and placebo phases. As expected, 17b-estradiol was significantly higher during the active drug than during the placebo phase (P < .001); during the active drug phase estradiol was within the normal range, during the placebo phase far below the lower limit of the normal range. 72, 80 In addition, the values for LH, FSH, and PRL were significantly different under active drug and placebo phases. As expected, both gonadotropins increased when estrogen replacement was interrupted and/or placebo was administered. However, LH was far below the lower limit of the normal range under both conditions. PRL was far above the normal range under both conditions as expected under medication with predominantly conventional antipsychotics. A significant time effect was only shown for PRL. In contrast to the aforementioned hormones, testosterone and DHEA-S show no difference under active drug and placebo conditions, and under both conditions these parameters were within the normal range.
Comprehension of Metaphoric Speech and Verbal Abilities
There was a statistically significant effect of estradiol on metaphoric priming (P = .013). This means that the metaphoric meaning was more rapidly activated under estrogen replacement than under placebo. In contrast, no significant differences were observed in the concrete priming between the 2 conditions (table 2) .
These findings correspond to results reported by Spitzer et al 63 in a group of 35 patients with schizophrenia (24 men, 11 women; mean age = 34.4 years, SD = 12.4 years) and a group of 43 healthy controls (13 men, 30 women; mean age = 28.1 years, SD = 10.8 years). The patients in this trial showed a mean abstract priming effect of À17.5 milliseconds (SD = 113.4 milliseconds) that is close to the results in our study; in contrast, the group of healthy controls showed a mean value of 15.5 milliseconds (SD = 56.5 milliseconds). The concrete priming effect amounts to 27.5 milliseconds (SD = 90.1 milliseconds) and/or 25.1 milliseconds (SD = 54.9 milliseconds), respectively. However, this comparison does not account for the fact that both sexes were included in the trial by Spitzer et al. 63 No statistically significant difference was found for any of the verbal ability tests under the estrogen and placebo conditions. Furthermore, estrogen replacement had no effect on the concentration measured by the CPT. No learning effect was found for any of the LPS subtests, CPT, or concrete and abstract priming, except for LPS 5 (P = .009). The addition of concentration as a covariate had no effect on abstract or concrete priming, LPS 1 þ 2, and LPS 5. Only the performance on LPS 6 was significantly influenced by concentration (P = .007).
Discussion
In a previous study by Bergemann et al 49 in women suffering from schizophrenia, during a naturalistic maintenance therapy with adjuvant antipsychotics, estradiol treatment did not show any significant, additional effect on psychopathology measured by the Positive and Negative Syndrome Scale, 81 the BPRS, 75 the Clinical Global Impressions, 82 and the Beck Depression Inventory 83 in a German version. 84 The overall condition was assessed by using a 100-mm Analogue Scale. Neither the required antipsychotic doses nor the side effects measured by various standardized scales differed between the 2 phases.
In contrast, in the present study a significant effect of estrogen on the comprehension of metaphoric speech and/or concretism, a main feature of schizophrenic thought and language disturbance, was found. However, the verbal ability tests and concentration as measured by the CPT did not show a significant difference between the estrogen and placebo conditions.
The results regarding the effect of estrogen on ''concretism'' are in line with our hypotheses; however, the expected effect of estrogen on word fluency and verbal performance could not be confirmed.
Only a few other trials studying neuropsychological performance in women with schizophrenia have used physiological hormonal changes during the menstrual cycle as an independent variable, 40, [85] [86] [87] and to our knowledge our study is the very first one to be based on an estrogen intervention strategy. In addition, it is the first time that the effect of estrogen on metaphoric speech comprehension has been investigated in such a context. The findings of the aforementioned studies are inconsistent. Thompson et al 85 found, as hypothesized, that patients with schizophrenia and healthy controls perform better on spatial tasks in the low estrogen phase of the menstrual cycle (follicular phase); however, no effect of estrogen was found in regard to verbal and articulatory motor tasks. In contrast to these findings, Hoff et al 86 discovered that higher levels of estrogen over a 4-week period correlated with better cognitive performance in language, executive functioning, verbal memory, spatial memory, concentration/speed, and perceptual speed in a group of women suffering from schizophrenia. Halari et al 40 investigated the effects of serum levels of gonadal hormones and cortisol on neuropsychological functioning-attention, verbal abilities, language, memory, executive functioning, motor, and speed of information processing-and psychopathology in female and male patients suffering from schizophrenia. They did not find significant sex differences in any of the cognitive tests, and except for a moderate inverse correlation between estrogen and positive symptoms, no other correlations were found between estrogen and any of the cognitive measures and symptom scores. In contrast to these findings, Ko et al 87 found lower levels of estrogen associated with more severe negative symptoms and reduced performance in cognitive function, especially verbal performance and executive functioning, in 35 women of reproductive age suffering from schizophrenia. The reason for the inconsistency may be the differences in methodology, such as the assessment of cognitive functioning and psychopathology, or differences in the samples and the small sample sizes.
In our study, we did not find an effect of estrogen on verbal abilities either; however, by means of a sophisticated experimental assessment we found an effect of estrogen on the comprehension of metaphoric meaning in this group of women with schizophrenia. Because improvement in formal thought disorders and language disturbances is crucial for social interaction and therefore for social integration of patients with schizophrenia, the results may be of particular interest. 88 [91] [92] [93] However, there are limitations to this study. The naturalistic design of our study allowed all different antipsychotics and other psychotropic drugs at various doses. The naturalistic medication given might rule out an effect of estrogen on some of the cognition tests. Thirteen patients of our sample received atypical antipsychotics; evidence is provided in the literature that atypical antipsychotics improve cognition in patients with schizophrenia to a greater or lesser extent compared with conventional antipsychotics. However, more recent studies did not find such a difference between conventional and atypical antipsychotics or any differences between the atypical antipsychotics. [94] [95] [96] A further limitation of this study was the small size and the broad age range of the sample; the latter is particularly relevant because performance in neurocognitive tasks is likely to be age dependent. Nevertheless, the data presented here clearly indicate that changes in estrogen levels have a significant impact on concretism in women with schizophrenia. The question of possible age effects should be addressed in further studies on this topic.
Furthermore, the effects of these various medications on reproductive hormones were not controlled. However, it is well known that conventional and some of the atypical antipsychotics have a PRL-raising effect. 97 In our sample, 11 patients received PRL-raising antipsychotics and 8 PRL-sparing antipsychotics. Due to hypothalamic feedback mechanisms, hyperprolactinemia induce hypoestrogenemia. In addition to this mechanism, there is evidence for a primary hypoestrogenemia in women with schizophrenia. 74 Furthermore, potential effects of estrogen on PRL must be discussed as regards the differences in the PRL levels during estrogen and placebo phases. 98 The data on this issue, however, are controversial. Some studies have shown that estrogen-containing oral contraceptives can indeed cause hyperprolactinemia in percentages ranging from 13% to 30% of treated women; others have shown either a minimal or no increase in PRL levels. In contrast, most studies have shown either no or a minimal effect of estrogen replacement therapy on PRL levels after oophorectomy or at menopause. 98 In addition, it is not yet clear whether the paradigms used for assessing verbal abilities or their operationalizations are appropriate for the hypotheses in question. Further studies on the topic presented here should elucidate these unresolved issues.
Estrogen-dependent neuropsychological performance and/or formal thought disorders could be of particular interest because women with schizophrenia frequently suffer from hypoestrogenism. 74 Previous studies suggested that estradiol has specific antipsychotic-like effects on the symptoms of schizophrenia, and an estrogen supplement might be effective for treatment and prophylaxis in a subgroup of women suffering from schizophrenia. Therefore, our results may have implications for the treatment of patients with schizophrenia receiving adjunctive estrogen replacement therapy. Hence, it may be worthwhile to further investigate the therapeutic possibilities of estrogen. Due to potential side effects and contraindications, particularly addressed in the Women's Health Initiative study, [99] [100] [101] [102] [103] the individual risk and benefit should be assessed and taken into account.
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